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Laminin-Associated Vasculogenic Mimicry
Vasculogenic mimicry (VM) may be observed in aggressive
melanomas with subpopulations of cells with an embryonic-
like phenotype. Larson et al (Am J Pathol 2014, 184:
71e78) employed melanoma spheroids as a model
for three-dimensional tumorigenesis in an effort to study
laminin-associated VM. Results demonstrated that i) VM-
like laminin networks develop in melanoma spheroids
in vitro; ii) spheroids with laminin networks and lumen-like
structures contain subpopulations of cells that preferentially
express VM- and stem-celleassociated biomarkers VE-
cadherin, VEGFR-1, and nestin; iii) knockdown of the
melanoma stem cell biomarker nestin diminishes laminin
network formation; and iv) spheroid laminin networks are
morphologically similar to xenograft and patient melanoma
networks. Thus, VM-like laminin networks may serve as
stimulatory scaffolds to support three-dimensional growth.
Kit Mutation Causes Myeloproliferation
Mutations in the receptor tyrosine kinase KIT have been
identiﬁed in patients with myeloproliferative neoplasm, but
the functional causality is unknown due to a lack of animal
models. Huang et al (Am J Pathol 2014, 184:122e132)
report a new mouse strain, Wps, with a point mutation in the
ﬁrst Ig-like domain of Kit that shows a myeloproliferative
phenotype, despite the loss-of-function defects in other tis-
sues. Biochemical analyses found thatWps Kit has enhanced
physical association with the IL-3/GM-CSF/IL-5 bc receptor
and increased JAK2 activation. Therefore, the Wps mouse
represents a model of myeloproliferation without JAK2
mutations, providing mechanistic insights for the diagnosis
and treatment of myeloproliferative neoplasms in humans.
Conversion of Mild Cognitive Impairment to
Alzheimer Disease
Signiﬁcantly increased protein levels of BACE have been
observed in the Alzheimer disease (AD) brain. Cheng et al (Am
J Pathol 2014, 184:141e147) examined whether BACE1 is
activated in aged normal control, mild cognitive impairment
(MCI), and AD brain tissues from donors. A signiﬁcantCopyright ª 2014 American Society for Investigative Pathology.
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brains of MCI subjects and AD patients. Moreover, increased
BACE1 activity correlated with plaque numbers and cognition
status. An increase in TNFa was found in MCI brains, and
in vitro experiments conﬁrmed that TNFa up-regulated
BACE1 protein expression. BACE1 enzymatic activity may
therefore be important for conversion of MCI to AD.
ABCC6 Modulates Mineralization after Cardiac
Injury
Vascular or cardiac mineralization is inversely correlated
with morbidity and long-term survival. Brampton et al (Am J
Pathol 2014, 184:159e170) investigated the effect of vari-
able ABCC6 expression in the calciﬁcation response to car-
diac injury using nonischemic cryoinjury and coronary
ligation models. Both cryoinjuries and ischemic injuries led
to acute calciﬁcation within the myocardium of Abcc6/
mice. This phenotype and the levels of local inhibitors of
calciﬁcation were modulated by the successful expression of
a functional human ABCC6 protein in the liver of Abcc6/
mice. Expression of ABCC6 in liver, thus, may be an
important determinant of calciﬁcation in injured cardiac
muscle tissues and may be associated with changes in the
expression patterns of mineralization regulators.
T3 Regulates Macrophage Pathophysiology
The endocrine system regulates macrophage maturation,
although little is known about the modulating role of the thy-
roid hormones (THs). Perrotta et al (Am J Pathol 2014,
184:230e247) investigated the role of the triiodothyronine
(T3) system in regulating growth, development, and functional
phenotype of unpolarized macrophages. At different stages of
growth, macrophages expressed TH nuclear receptor (TR)
mRNAs, but only TRb1 was detected at the protein level. The
action of T3 at intracellular TRs (likely TRb1) regulated un-
polarized, classically activated (M1), and alternatively acti-
vated (M2)macrophage development. By comparative analysis
of euthyroid and hypothyroid animals, this function by T3 was
reﬂected in the proﬁle of peritoneal macrophages indicating the
functional relevance of TH/macrophage interactions in basal
conditions and during systemic inﬂammation.
